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■ REMARKS 

State of the Claims 

Claims 1-64 are currenth p cation. Claims 7, 20 and 58 stand rejected. 

The Examiner objects to claims 7, 20 and 58. Claims 1-6, 849, 21-57 and 59-61 are withdrawn 
as being drawn to a non-elected invention. Claims 7, 20 and 58 have been amended as set forth 
herein without prejudice or disclaimer. New claims 62-64 have been added herein. No new 
mailer has been added by way of the present amendments. Specifically, the amendments to 
claims 7 and 20 arc supported by the specification at. for instance, page 84, second paragraph. 
Amendments to claim 58 are to conform the claim more closely to US practice. Support for new 
claims 62-64 may be found in the specification at, for instance, page 84, Reconsideration is 
respectfully requested. 

Unity of Invention Requirement 

For the purposes only of furthering prosecution. Applicants hereby affirm their election 
to prosecute the subject matter of Group IT, claims 7, 20 and 58, with traverse. Applicants 
further affirm the selection of SEQ ID NO:2 as the initial species used for examination purposes, 
also with traverse. Applicants traverse the Unity of Invention requirement on the basis already 
made of record, it is understood that once allowal k subject matter has been identified with 
respect to this species ac ' 1 a e^ generic o d < claim will x furthet considered 
Additionally, it is understood that according to Unity of Invention standards, once allowable 
subject matter concerning Group II claims has been identified, additional subject may be 
rejoined. 
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Objections to the Claims 

The Examiner objects to claims 7, 20 and 58. Office Action of April 5. 2007, at 

page 3, hereinafter, "Office Action")- The Exam 5 tat c am - 7 20 and 58 encompass 
non-elected subject matter M 1 cants do not agree that such amendments are 

required at this stage in prosecution, or at least until allowable subject matter is identified, to 
expedite prosecution, claim 7 has been amended herein without prejudice or disclaimer to recite, 
"An isolated and purified ectodomain fragment of AM1GQ polypeptide comprising amino acids 
1-371 of the amino acid sequence of SEQ ID NO:2, amino acid sequence of SEQ ID NO:4 or 
amino acid sequence of SEQ ID NO:6f Furthermore* claim 20 has been amended herein 
without prejudice or disclaimer to recite, "A pharmacei teal composition comprising amino 
acids 1-371 of SEQ ID NO:2 or an antibody specifically binding io amino acids 1-371 of SEQ 
ID NO:2. ' Claim 58 depends from claims 7 and 20 and thereby incorporates by reference all of 
the limitations of claims 7 and 20. 

Therefore, reconsideration and withdrawal of the object to claims 7, 20 and 58 are 
respectfully requested. 

Rejections Under 35 U.S.C. § 112, First Paragraph 
jmahjeirjcrj: 

Claims 20 and 58 stand rejected undet 35 1 S.C § 112 firs p g 1 for failing to 
comply with the enablement requirement. {See, Office Action, at page 3). Applicants traverse 
the rejection as set forth herein. 
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The Examiner states that the present specification enables one of ordinary skill in the art 
to enhance tteurite outgrowth of hippocampal neurons that are cultured on plates coated with the 
extracellular domain of AMIGO . (Id. at page 5). The Examiner states that Applicants disclosure 
dot ( \ t " u ianc n how to use the pharmat ica composition of claim 20 

to treat '"all different diseases including different neurodegenerative diseases and neurological 
conditionsthat have different causes as described in the specification (see p. 47 & 49) since the 
soluble form of the extodomain of AMIGO has inhibitory effects on neurite outgrowth and 
fasciculation." (M). The Examiner believes Applicants have not enabled one of ordinary skill 
in the art. to practice the presently claimed invention including full length AMIGO and/or all 
fragments of AMIGO used to treat all neurological diseases. (Id,), 

Although Applicants do not agree that claims 20 and 58 lack enablement support in the 
specification, to expedite prosecution, claim 20 has been amended herein without prejudice or 
disclaimer to recite as follows, "A pharmaceutical composition comprising amino acids 1-371 of 
SEQ ID NO:2 oi an antibody specific-ail) binding to amino acids 1-371 of SEQ ID NO:2f This 
amendment is supported by the as-filed specification at for instance, page 84. Briefly, according 
to the specification, a 1180-bp BamHI fragment encoding for the entire extracellular region of 
AMIGO was amplified by AMIGO nucleic acid specific primers. The 3' primer used is 
complementary to part of AMIGO nucleic acid encoding tor the sequence between IG-domam 
and TM-domain. (See.. Figure 2B of the specification). Exhibit 1, attached hereto, shows the 
actual site of complementary sequence for the 3' primer in mouse AMIGO 1 nucleic acid 
sequence, i.e. nucleic acid positions 990 to 1 108 of SEQ ID NO:i3, This is exactly the same 
position as set forth by nucleotides 993 to 1111 of SEQ ID NO:l encoding for human AMIGO 1 
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polypeptide. Thus, the production of human AMIGOI eetodomain consisting of 371 amino 
acids would have been within the abilities of a skilled artisan based on the present disclosure. 
(See also. Exhibit 2. alignment of murine and human AMIGOI, also attached hereto). 

Applicants believe the presently amended claim 20 is fully enabled by the present 
specification because the specification billy discloses which diseases would be predicted to be 
treatable using the recited composition. (See, for instance, page 47, line 12 to page 49, line 33). 
Furthermore, the specification provides ample guidance to one of skill in the art, possessing all 
the knowledge of the state of the an, regarding how to administer the pharmaceutical 
composition of the presently claimed invention. For instance, beginning at page 50 and 
continuing to page 56, Applicants provide a wide-ranging disclosure detailing the knowledge of 
one of skill in the art and the capabilities known in the art for identification of subject hi need of 
treatment and various modes of treatment 

Concerning pharmaceutical compositions speciikaily, Applicants assert that there is 
certainly a plethora of detailed disclosure provided in the as-filed specification teaching how to. 
use the compositions of the presently claimed invention. For instance, beginning at page 56, 
sufficient guidance is provided concerning compositions of the present invention, their 
manufacture and formulations thereof 

The specification at page 60, line 7 continues with appropriate dosage amounts even 
providing specific amounts at lines 20-25. Even further, beginning at page 65, line 15 and 
continuing to oage 67, hue 1 2. audi a e nbodiments of compositions of the presently claimed 
invention are disclosed. 
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Beginning at. page 91, in the Examples section of the present specification, there is 
disclosed an regeneration experiment using AMIGOL AM1G02 or AMIG03 proteins. This 
example is representative of the type of methodology that may employed in treating any such 
subject in need thereof using the eo - the p esentlj claimed invention. One of skill in 

the en can easih apph this example to an\ number of suhjet ! ^ sai fering h >m e it d diseases. 

Furthermore, although Applicants do not believe claim 58 lacks enablement support in 
the specification, to expedite prosecution, claim 58 has been amended without prejudice or 
disclaimer to recite as follows: "A method of treating diseases characterized by aberrant growth, 
migration, regeneration or proliferation of cells that express an AMIGO receptor, comprising 
administering to a subject, in need he » at effective amount of the composition according to 
claim 20." 

Therefore, claim 58, at least as amended, is also fully enabled since the specification also 
provides detailed information on how to perform the method claimed. For instance, as already 
discussed, above, the specification fully discloses which diseases would be predicted to be 
treatable using the recited composition. (See, for instance, page 47, line 12 to page 49, line 33). 
Furthermore, the specification provided ample guidance to one of skill in die art, possessing ail 
the knowledge of the state of the art, regarding how to administer the pharmaceutical 
composition of the presently claimed invention. 

iona the specification a >r inst nee g< '1 scloses nb.ib.iti > oi le 
function of EGFR. One of ordinary skill in the art is capable of determining which diseases may- 
be treated by use of the presently claimed compositions for the inhibition, of EGFR, and which, 
diseases are "characterized by aberrant growth, migration, regeneration or proliferation of cells 
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that express an AMIGO receptor." One of skill in the art certainly knows how to construct an 
antibody which can detect AMIGO receptor and thereby determine which diseases are 
characterized by aberrant growth, migration, regeneration or proliferation of ceils expressing this 
receptor. In feet, the present specification, at pages 42-46 disclose a myriad known methods and 
uses for antibodies according to the present invention. This, combined with the knowledge of 
one of skill hi the art certainly enables one of skill in the an to practice the full scope of the 
presently claimed invention as recited, for instance, hi amended claim 58. (See, specification 
also beginning at page 61. entitled '"USES OF AMIGO COMPOUNDS" for further disclosure of 
guidance on how to conduct the methods of the presently claimed invention). For instance, page 
84 of the present specification, in the Examples section, discloses how an antibody against 
AMIGO was actually generated and tested empirically . 

The Examiner is respectfully invited to read pages 91-103 of the specification, disclosing 
numerous examples of the successful application of compositions of the present invention In 
numerous contexts and models mimicking the diseases encompassed by the present claims. 
Applicants strongly assert that one of skill in the art. in light of this voluminous disclosure, 
would be fidi y enabled to practice (make and use) the presently claimed invention exactly: as 
recited in the presently amended claims. If the Examiner disagrees, the Examiner is requested to 
state specifically which aspects of the presently claimed invention are believed to lack 
enablement. 

The Examiner additionally alleges that the claims are not enabled due lack of knowledge 
of the "route, duration and quantity of administration of the claimed pharmaceutical 
composition." (See, Office Action, at page 6). However, in light of the abundant disclosure of 
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the present specification and numerous examples provided, it is well within the abilities of one of 
ordinary skill in the art to determine these variables without undue experimentation. 

Reconsideration and withdrawal of the enablement rejection of claims 20 and 58 are 
respectfully requested, 

W lien Be ; rip. on 



Claims 20 and 58 stand rejected under 35 U.S.C. § 112, first paragraph, for failing to 
comply with the written description requirement. (See, Office Action, at page 9). Applicants 
traverse the rejection as set forth herein. 

The Examiner's statements in this rejection appear to focus on the "broad genus of other 
polypeptides related to SEQ ID NO:2' 5 encompassed by the claims. (Id.). Although Applicants 
do not agree that claims 20 and 58 lack written description support, to expedite prosecution, 
these claims have been amended herein without prejudice or disclaimer to recite, in part, "amino 
acids 1-371 of SEQ ID NO:2 or an. antibody specifically binding to amino acids 1-371 of SEQ 



Reconsideration and withdrawal of the written description rejection of claims 20 and 58 
are respectfully requested. 

Rejections Under 35 U.S.C, § 102(b) 

Claims 7, 20 and 58 stand rejected under 35 U.S.C. § 1.02(b) as being anticipated by 
Shimkets et at, WO 00/70046 (hereinafter referred to as "Shimkets et ah"). (See, Office Action, 
at page 1 3). Applicants traverse the rejection as set forth herein. 



ID NO:2." 
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he 1 "tan ne? s res n IT- u>c sequence vd s 1 domical to 

SEQ ID NO:2 of the presently claimed invention. (Ms. The examiner states that "intended use 
in treating diseases as recited in claims 20 and. 58 are not given patentable weight since the 
claimed polype es not result in a structural difference between the claimed invention and 

the prior art." (Id.). 

However. Shimkets et al. do not disclose any function for AMIGO I . That is. a functional 
AMIGOl peptide fragment consisting of residues 1-371 of SEQ ID NQ:2 cannot be anticipated 
by Shimkets et al. since Shimkets et al. do not ascribe any functional or structural importance to 
this region of SEQ ID NO: 2. The ectodomam fragment of AMIGO! is also advantageous over 
the entire sequence of SEQ .ID NO:2 since the transmembrane domain in an isolated AMIGO! 
polypeptide has little, known use and would only hamper the use of the isolated AMIGOl in 
therapeutic applications or laboratory assays. Furthermore, the presence of the transmembrane 
domain of AMIGOl may make the production or secretion of a recombinant AMIGOl 
polypeptide more difficult, since the transmembrane domain of AMIGOl may interact with the 

i tructures c toe i 4 ce I 

In contrast. Applicants herein disclose and ascribe specific, important and useful 
biological .function to the ectodomain fragment of AMIGOl alone for the first time. Snob 
features of AMIGOl are not disclosed in Shimkets et al. 

Shimkets et al. do not disclose this limitation anywhere in their application. Therefore, 
Shimkets et al. cannot anticipate the presently amended claims 7, 20 and 58. "A claim is 
anticipated only if each and every element as set forth in the claim is found, either expressly or 
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.inherently described, in a single prior art reference/" {.See, Verdegaal Bros. v. Union Oil Co. of 
California. 8)4 F.2d 628. 631, 2 U.S.P.Q.2d 1051, 1053 (Fed. Cir. 1987)). 

Reconsideration and withdrawal of the anticipation rejection of claims 7, 20 and 58 are 



If the Examiner has any questions or comments, please contact Thomas J. Siepmaan, 
Ph.D.. Registration No 57,374, at the offices of Birch, Stewart, Kolasch & Birch, LLP, 

If necessary, the Commissioner is hereby authorized in this, concurrent, and future 
replies, to charge payment or credit any overpayment to our Deposit Account No. 02-2448 lor 
any additional fees required under 37 C.F.R. § 1.16 or under § 1,17; particularly, .extension of 



CONCLUSION 



time fees. 



Dated: August 6, 2007 



Respectfully submitted. 




Registration No.; 28,977 

BIRCH, S TEW ART, KOLASCH & BIRCH, LLP 
8110 Gatehouse Road 
Suite 100 East 
P.O. Box 747 

Palls Church. Virginia 22040-0747 
(703) 205-8000 
AtCornev for Applicants 



Vaachnients Exhibit 1 Mease WIKiO ectodoraain cloning scheme 
Exhibit 2 - Alignment of Murine and Human AM1GO I 
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Figure I . Mouse AMI GO ectodoisaia clomrvg 
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